*From the Authors*:

We appreciate the opportunity to further discuss cardiopulmonary differences between adults born preterm and adults born at term ([@bib1]). Tello and colleagues raise two important points in their letter that we will address here. First, the "extraordinary" right ventricular--pulmonary arterial (RV--PA) uncoupling in the preterm-born subjects we reported is not the result of our use of the second-derivative approach to the single-beat method ([@bib2]), as they suggest. The first author of this letter, who is an experienced user of both first- and second-derivative approaches, reanalyzed the hemodynamic data reported by Mulchrone and colleagues and found similar results ([Figure 1](#fig1){ref-type="fig"}) that led to a similar conclusion: preterm birth leads to a decrease in the RV--PA end-systolic elastance to arterial elastance ratio (Ees/Ea) that is clinically relevant. With either approach, the decrease is not statistically significant, most likely because of the small sample size.
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Second, although data support that uncoupling of the right ventricle from the pulmonary circulation by more than 50% predicts RV failure in pulmonary hypertension ([@bib3]), preterm birth causes a fundamentally different cardiopulmonary pathology. In particular, preterm birth results in morphologically different ventricles with smaller biventricular chamber size and subtle left ventricular (LV) dysfunction ([@bib4], [@bib5]). Herein lies a critically important methodological consideration in using RV--PA Ees/Ea to predict RV failure. As elegantly demonstrated decades ago ([@bib6], [@bib7]), although LV pump function is largely insensitive to RV pump function, the reverse is not true. As we recently showed in a mouse model of pulmonary hypertension secondary to left heart failure, impaired LV function depresses RV--PA Ees/Ea even if the right ventricle itself is in an adaptive, not maladaptive, state of remodeling ([@bib8]). We anticipate that this is the case in our cohort of preterm-born subjects but must await invasive LV hemodynamic data to prove the point.

In conclusion, we agree that preterm-born subjects are not in a state of pending right heart failure, but they do show significant RV--PA uncoupling due to a combination of ventricular dysfunction and elevated RV afterload revealed by our analysis. We previously demonstrated the clinical relevance of this uncoupling by reporting reduced exercise tolerance in the subjects included in the current analysis ([@bib9]). Furthermore, should these subjects follow the trajectory of progressive RV dysfunction identified in our animal model ([@bib10], [@bib11]), careful clinical monitoring is warranted. Finally, we urge users of the gold-standard multibeat Ees/Ea ratio, as well as various single-beat methods, to consider LV function in their physiological and clinical interpretations of RV--PA coupling.

Supported by NIH grants 1R01HL086939 and 1R01HL105598 (N.C.C.). K.N.G. is supported by the University of Wisconsin Clinical and Translational Science Award program through the NIH National Center for Advancing Translational Sciences, NIH grant UL1TR000427 (Principal Investigator Marc Drezner; 4KL2TR000428-10).

Originally Published in Press as DOI: [10.1164/rccm.201912-2356LE](http://dx.doi.org/10.1164/rccm.201912-2356LE) on January 7, 2020

[**[Author disclosures](http://www.atsjournals.org/doi/suppl/10.1164/rccm.201912-2356LE/suppl_file/disclosures.pdf)**]{.ul} are available with the text of this letter at [www.atsjournals.org](http://www.atsjournals.org).
